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(x) Curad Medicated Adhesive Ban-
dage containing tyrothricin-nitrofu-
razone (DESI 6898), for which an order
revoking provision for certification
was published March 14, 1972 (37 FR
5294), and confirmed in the FEDERAL
REGISTER of July 6, 1972 (37 FR 13254).

(xi) Candette Cough Gel (DESI 11562),
for which notice of withdrawal of ap-
proval of the new drug application was
published in the FEDERAL REGISTER of
November 19, 1972 (37 FR 25249).

(xii) Certain OTC Multiple-Vitamin
Preparations for Oral Use containing
excessive amounts of vitamin D and/or
vitamin A (DESI 97), for which notice
of withdrawal of approval of the new
drug applications was published in the
FEDERAL REGISTER of November 29, 1972
(37 FR 25249).

(xiii) Certain Sulfonamide-Contain-
ing Preparations for Topical Ophthal-
mic or Otic Use (DESI 368, for which a
notice of withdrawal of approval was
published in the FEDERAL REGISTER of
February 2, 1973 (38 FR 3208).

(xiv) Those parts of the publication
entitled ‘‘Certain Mouthwash and Gar-
gle Preparations’’ (DESI 2855) pertain-
ing to Tyrolaris Mouthwash, contain-
ing tyrothricin, panthenol, and alco-
hol, for which an order revoking provi-
sion for certification was published in
the FEDERAL REGISTER of February 2,
1967 (32 FR 1172) prior to the drug effi-
cacy study implementation.

(c) Manufacturers and distributors
should take notice that the informa-
tion on OTC drugs provided by the
Drug Efficacy Study review is valuable
information as to the deficiencies in
the data available to support indica-
tions for use. They are encouraged to
perform studies to obtain adequate evi-
dence of effectiveness for the review of
OTC drugs which is already in progress.
In the interim it is in the public inter-
est that manufacturers and distribu-
tors of all OTC drugs effect changes in
their formulations and/or labeling to
bring the products into conformity
with current medical knowledge and
experience.

(d) Manufacturers and distributors of
OTC drugs may be reluctant to make
appropriate formulation and/or label-
ing changes for fear of losing the pro-
tection of the so-called ‘‘grandfather’’
provisions of the 1938 Federal Food,

Drug, and Cosmetic Act (sec. 201(p)(1))
and the 1962 amendments to the act
(sec. 107(c) of those amendments). To
encourage and facilitate prompt
changes, the Food and Drug Adminis-
tration will not take legal action
against any OTC drug, other than those
not deferred, based on a charge that
the product is a new drug and not
grandfathered under the act as a result
of the changes if the changes in formu-
lation and/or labeling are of the follow-
ing kind:

(1) The addition to the labeling of
warning, contraindications, side ef-
fects, and/or precaution information.

(2) The deletion from the labeling of
false, misleading, or unsupported indi-
cations for use or claims of effective-
ness.

(3) Changes in the components or
composition of the drug that will give
increased assurance that the drug will
have its intended effect, yet not raise
or contribute any added safety ques-
tions.

(4) Changes in the components or
composition of the drug which may
reasonably be concluded to improve the
safety of the drug, without diminishing
its effectiveness.

(e) The forbearance from legal action
for lack of grandfather protection is an
interim procedure designed to encour-
age appropriate change in formulation
and/or labeling during the time period
required to review the various classes
of OTC drugs. At such time as an appli-
cable OTC drug monograph becomes ef-
fective, the interim procedure will
automatically be terminated and any
appropriate regulatory action will be
initiated.

§ 330.13 Conditions for marketing in-
gredients recommended for over-
the-counter (OTC) use under the
OTC drug review.

(a) Before the publication in the FED-
ERAL REGISTER of an applicable pro-
posed monograph, an OTC drug product
that contains: (1) An active ingredient
limited, on or after May 11, 1972, to pre-
scription use for the indication and
route of administration under consider-
ation by an OTC advisory review panel,
and not thereafter exempted from such
limitation pursuant to § 310.200 of this
chapter, or
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(2) An active ingredient at a dosage
level higher than that available in an
OTC drug product on December 4, 1975,
shall be regarded as a new drug within
the meaning of section 201(p) of the act
for which an approved new drug appli-
cation is required.

(b)(1) An OTC drug product that con-
tains: (i) An active ingredient limited,
on or after May 11, 1972, to prescription
use for the indication and route of ad-
ministration under consideration by an
OTC advisory review panel, and not
thereafter exempted from such limita-
tion pursuant to § 310.200 of this chap-
ter, or

(ii) An active ingredient at a dosage
level higher than that available in an
OTC drug product on December 4, 1975,
which ingredient and/or dosage level is
classified by the panel in category I
(conditions subject to § 330.10(a)(6)(i))
shall be regarded as a new drug within
the meaning of section 201(p) of the act
for which an approved new drug appli-
cation is required if marketed for OTC
use prior to the date of publication in
the FEDERAL REGISTER of a proposed
monograph.

(2) An OTC drug product covered by
paragraph (b)(1) of this section which is
marketed after the date of publication
in the FEDERAL REGISTER of a proposed
monograph but prior to the effective
date of a final monograph shall be sub-
ject to the risk that the Commissioner
may not accept the panel’s rec-
ommendation and may instead adopt a
different position that may require re-
labeling, recall, or other regulatory ac-
tion. The Commissioner may state
such position at any time by notice in
the FEDERAL REGISTER, either sepa-
rately or as part of another document;
appropriate regulatory action will
commence immediately and will not
await publication of a final monograph.
Marketing of such a product with a for-
mulation or labeling not in accord with
a proposed monograph or tentative
final monograph also may result in
regulatory action against the product,
the marketer, or both.

(c) An OTC drug product that con-
tains: (1) An active ingredient limited,
on or after May 11, 1972, to prescription
use for the indication and route of ad-
ministration under consideration by an
OTC advisory review panel, and not

thereafter exempted from such limita-
tion pursuant to § 310.200 of this chap-
ter, or

(2) An active ingredient at a dosage
level higher than that available in any
OTC drug product on December 4, 1975,
which ingredient and/or dosage level is
classified by the panel in category II
(conditions subject to § 330.10(a)(6)(ii)),
may be marketed only after:

(i) The Center for Drug Evaluation
and Research or the Commissioner ten-
tatively determines that the ingredient
is generally recognized as safe and ef-
fective, and the Commissioner states
by notice in the FEDERAL REGISTER

(separately or as part of another docu-
ment) that marketing under specified
conditions will be permitted;

(ii) The ingredient is determined by
the Commissioner to be generally rec-
ognized as safe and effective and is in-
cluded in the appropriate published
OTC drug final monograph; or

(iii) A new drug application for the
product has been approved.

(d) An OTC drug product that con-
tains: (1) An active ingredient limited,
on or after May 11, 1972, to prescription
use for the indication and route of ad-
ministration under consideration by an
OTC advisory review panel, and not
thereafter exempted from such limita-
tion pursuant to § 310.200 of this chap-
ter, or

(2) An active ingredient at a dosage
level higher than that available in any
OTC drug product on December 4, 1975,
which ingredient and/or dosage level is
classified by the panel in category III
(conditions subject to § 330.10(a)(6)(iii)),
may be marketed only after:

(i) The Center for Drug Evaluation
and Research or the Commissioner ten-
tatively determines that the ingredient
is generally recognized as safe and ef-
fective, and the Commissioner states
by notice in the FEDERAL REGISTER

(separately or as part of another docu-
ment) that marketing under specified
conditions will be permitted;

(ii) The ingredient is determined by
the Commissioner to be generally rec-
ognized as safe and effective and is in-
cluded in the appropriate published
OTC drug final monograph; or
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(iii) A new drug application for the
product has been approved.

[41 FR 32582, Aug. 4, 1976, as amended at 47
FR 17739, Apr. 23, 1982; 50 FR 8996, Mar. 6,
1985; 55 FR 11581, Mar. 29, 1990]

PART 331—ANTACID PRODUCTS
FOR OVER-THE-COUNTER (OTC)
HUMAN USE

Subpart A—General Provisions

Sec.
331.1 Scope.

Subpart B—Active Ingredients

331.10 Antacid active ingredients.
331.11 Listing of specific active ingredients.
331.15 Combination with nonantacid active

ingredients.

Subpart C—Testing Procedures

331.20 Determination of percent contribu-
tion of active ingredients.

331.21 Test Modifications.

Subpart D—Labeling

331.30 Labeling of antacid products.
331.80 Professional labeling.

AUTHORITY: Secs. 201, 501, 502, 503, 505, 510,
701 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 321, 351, 352, 353, 355, 360, 371).

SOURCE: 39 FR 19874, June 4, 1974, unless
otherwise noted.

Subpart A—General Provisions

§ 331.1 Scope.
An over-the-counter antacid product

in a form suitable for oral administra-
tion is generally recognized as safe and
effective and is not misbranded if it
meets each of the following conditions
and each of the general conditions es-
tablished in § 330.1 of this chapter.

Subpart B—Active Ingredients
§ 331.10 Antacid active ingredients.

(a) The active antacid ingredients of
the product consist of one or more of
the ingredients permitted in § 331.11
within any maximum daily dosage
limit established, each ingredient is in-
cluded at a level that contributes at
least 25 percent of the total acid neu-
tralizing capacity of the product, and
the finished product contains at least 5

mEq. of acid neutralizing capacity and
results in a pH of 3.5 or greater at the
end of the initial 10-minute period as
measured by the method established in
§ 331.25. The method established in
§ 331.21 shall be used to determine the
percent contribution of each antacid
active ingredient.

(b) This section does not apply to an
antacid ingredient specifically added as
a corrective to prevent a laxative or
constipating effect.

§ 331.11 Listing of specific active in-
gredients.

(a) Aluminum-containing active in-
gredients:

(1) Basic aluminum carbonate gel.
(2) Aluminum hydroxide (or as alu-

minum hydroxide-hexitol stabilized
polymer, aluminum hydroxide-magne-
sium carbonate codried gel, aluminum
hydroxide-magnesium trisilicate
codried gel, aluminum-hydroxide su-
crose powder hydrated).

(3) Dihydroxyaluminum
aminoacetate and dihydroxyaluminum
aminoacetic acid.

(4) Aluminum phosphate gel when
used as part of an antacid combination
product and contributing at least 25
percent of the total acid neutralizing
capacity; maximum daily dosage limit
is 8 grams.

(5) Dihydroxyaluminum sodium car-
bonate.

(b) Bicarbonate-containing active in-
gredients: Bicarbonate ion; maximum
daily dosage limit 200 mEq. for persons
up to 60 years old and 100 mEq. for per-
sons 60 years or older.

(c) Bismuth-containing active ingre-
dients:

(1) Bismuth aluminate.
(2) Bismuth carbonate.
(3) Bismuth subcarbonate.
(4) Bismuth subgallate.
(5) Bismuth subnitrate.
(d) Calcium-containing active ingre-

dients: Calcium, as carbonate or phos-
phate; maximum daily dosage limit 160
mEq. calcium (e.g., 8 grams calcium
carbonate).

(e) Citrate-containing active ingredi-
ents: Citrate ion, as citric acid or salt;
maximum daily dosage limit 8 grams.

(f) Glycine (aminoacetic acid).
(g) Magnesium-containing active in-

gredients:
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